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tween Big-ET and ET-1 antisera. In addition, staining for specific cell types,
including macrophages (KP-1). endothelial cells (Factor VIII), and myointimal
cells (actin). was performed. Eight primary native lesions, six restenotic le-
sions, and six vein graft (VG) lesions were studied. In all lesion types, in-
tracellular Big-ET and ET-1 were present and in the extracellular matrix and
colocalized to area with endothelial cells, macrophages, fibroblasts, and my-
ointimal cells. ET-1 and Big-ET were colocalized to area with myointimal cells
only in the primary native lesions. This study demonstrates the presence of
Big-ET and ET-1 in coronary and VG atherosclerotic and restenotic lesions.
This study suggests that ET is produced locally in the atherosclerotic and
restenotic lesions by endothelial and nonendothelial cells. ET may playa role
in the changes in tissue architecture and pathogenesis of coronary and VG
atherosclerosis and restenosis.
Conclusions: SMC cultures derived from human coronary samples ob-
tained by DCA express MCP-' during their quiescent phase, and this expres-
sion is markedly increased by the cytokines POGF, IGF-1 and TNF•. Thus by
attracting monocytes to the area of vascular injury, MCP-1 may be intimately
involved in coronary restenosis, playing an important role in the pathophysi-
ology of this process\1012-106\ The Genotype of the ACE Gene and CollateralFormation
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Thus, presence of collateral circuletion was more frequent in subjects with
II genotype. This study suggests that the ACE genotype may influence left
ventricular function after MI through affecting collateral formation.
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Prior studies suggest that pts with diabetes mellitus (OM) have a poor prog-
nosis after vascular surgery and do not benefit from preoperative risk strati-
fication by clinical evaluation or dipyridamole-thallium (DT) imaging because
of a high prevalence of underlying coronary artery disease. To determine the
postop and late prognosis for diabetics undergoing vascular surgery and the
utility of clinical evaluation and OT for stratifying risk; we studied 122 pts
with OM who underwent clinical evaluation and OT prior to vascular surgery.
Based on the number of clinical markers present (using a previously de-
scribed clinical risk index: prior MI, angina, Q wave on ECG, age> 70 yrs,
CHF); pts were classified into low (0). intermediate (1-2). and high risk (>2
markers) for postop and late cardiac events. OT was assessed for reversible
(REV) and fixed defects. There were 17 (14%) pts with postop events (4
cardiac deaths, 13 non-fatal Mis), and 23 (22%) with late events (8 cardiac
deaths, 15 non-fatal Mis) on follow up which was possible in 98% of pts and
was to 50 ± 5 months (75th quintile). On multivariate analysis, the only pre-
dictorfor postop event was REV (p < 0.01) in this inherently high risk cohort.
Successful risk stratification for late events was achieved by clinical index.
OT was not of prognostic value for late event.
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Conclusions: (') Although diabetics are at high risk for events,
dipyridamole-thallium imaging provides additional useful perioperative risk
stratification. (2) The absence of clinical markers identifies a group with sig-
nificantly better late cardiac event-free survival.
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Thallium imoying has been used to risk-stratify pts undergoing vascular
surgery (VS), though the efficacy of this approach is debated. Positron emis-
sion tomography (PET) has the benefit of permitting a true resting scan, mea-
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Monocyte Chemotactic Protein-1 Expression in
Smooth Muscle Cell Cultures Derived from
Human Coronary Arteries
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EF 2nd in subjects with either 10 or DO genotype was significantly lower
than in subjects with II genotype. Interestingly, presence of collateral circu-
lation to infarct-related artery at the first CAG was more frequently observed
in sUbjects with II genotype. To confirm the latter, we analyzed all subjects
with ischemic heart disease who were performed CAG in our department in
1993.
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The DO genotype of the angiotensin converting enzyme (ACE) gene has been
reported to be a risk factor of myocardial infarction (MI). ischemic and id-
iopathic dilated cardiomyopathy, and left ventricular hypertrophy. The DO
genotype of the ACE gene is associated with higher plasma ACE level, and
thus may be associated with higher angiotensin II production in peripheral
tissues. Because intimate involvement of angiotensin II in ventricular remod-
eling after MI has been reported, the genotype of the ACE could influence
ventricular function after MI. The study population consisted of 66 subjects
of Ml who were performed twice coronary angiography (CAG) and left ven-
triculography(LVG). The first LVG was performed at 3.0 ± 2.9 months, and
the second was performed at 10.2 ± 9.9 months from the onset of MI.
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Peripheral blood monocytes and monocyte-derived macrophages are be-
lieved to playa pivotal role in the development of early atherosclerotic
lesions. Excessive smooth muscle cell (SMC) proliferation leads to coro-
nary restenosis after interventional procedures. We postulate that monocyte
chemotactic protein-1 (MCP-1). by attracting monocytes to the site of vas-
cular injury may indirectly augment this process. We also hypothesize that
MCP-1 expression by human SMC may be mediated bycytokines and growth
factors. Accordingly, we studied SMC cultures derived from tissue obtained
by directional coronary atherectomy, evaluating MCP-1 expression by North-
ern blot analysis. Cells were grow in M-199 medium to over 95% confluence,
for the last 24 hrs in serumless medium. MCP-' expression was assessed in
unstimulated (control) cells, and after 6 hrs stimulation with platelet derived
growth factor (POGF). insulin-like growth factor-1 (IGF-1) and tumor necrosis
factor alpha (TNF.). Autoradiographs were developed, scanned and digitized
using NIH 1.53b10 software. Our findings suggest that unstimulated human
coronary SMC derived cultures express MCP-1 and furthermore this expres-
sion is markedly increased after stimulation with cytokines (by 21.4% after
stimulation with POGF, 30.3% after IGF-1 and 119.1 % after TNF.).
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